Abstract
Introduction
Peroxisome proliferator-activated receptor gamma (PPARγ) is a nuclear receptor that 53 heterodimerizes with the retinoid X receptor and binds to PPAR-responsive elements 54 in the regulatory region of target genes. This region is involved in various aspects of 55 metabolism, including lipid uptake, fatty acid metabolism and glucose homeostasis. 
Materials and Methods

84
Transgenic mouse lines 85 PPARγ f/f mice and EsrCre/flox mice were originally generated by Yang et al. (32) .
86
For in vivo experiments, 2-to 4-month old male mice were maintained under a 12:12 87 hour light-dark cycle. All procedures were in accordance with the guidelines approved 88 by the University of Utah Institutional Animal Care and Use Committee.
90
Tamoxifen administration 91 Tamoxifen stock solution was prepared as previously described with modifications 92 (14). Briefly, 100 mg tamoxifen (Sigma) was suspended in 150 µl of ethanol,
93
followed by the addition of 850 µl of peanut oil (Sigma) For dehydration studies, all mice were subjected to 24 h of water deprivation (WD) by 108 removing the water bottles from the metabolic cages (Hatteras Instruments). The 109 control groups of animals had free access to water and standard food, while the WD 110 groups were provided only with standard food. Urine was collected over a 24-h period.
111
Urine volume, urine osmolality, body weight, hematocrit and urinary vasopressin
112
(AVP) excretion were measured.
114
For pair feeding and pair drinking studies, all mice were acclimated for 1 week to the 115 metabolic cages, and 2 days of baseline measurements were taken as described above.
116
Subsequently, the food and water intake of KO mice was restricted to the average of floxed mice, while floxed mice had free access to water and standard food. to WD, the urine osmolality of KO mice was still much lower than the normal level.
197
The relative change in urine osmolality after WD was 48.6 ± 0.1% in floxed mice Values are given as average±SEM. Number of mice indicated in parentheses.
